
DEPARTMENT OF HE H & HUMAN SERVICES Public Health Service 

Food end Drug Adminirtretion 
Rockvilie MD 20857 

Dear Radioactive Drug Research Chairperson 

Since the initiat?on of research with radioactive drugs in 1975 under 31 CFP 
361.1, we have observed with satisfactfon the acceptance and growth of the 
concept within the Nuclear Medicine conunity. Inevitably, as decisions by 
your committees have been made under the provisions of 71 CFR 361.1 and 
reviewed by FDA staff, some ouestions have arisen as to what the regulations 
would permit. In particular, there has been a tendency to try to utilize 
361.1 to carry out early clinical trials of a radiopharmaceutical drug that 
properly are conducted under an IND. We would like to provide our views on 
these questions, . 

Part 361.1 designates certain research uses of radioactive drugs as "pererally , 
recognized as safe and effective". When a drug is generally recognized as 
safe and effective it is not a "new drug", as defined by the Food, nrug, Fnd 
Cosmetic Act which states that a "new drug" is one "not generally 
recognized,.... as safe and effective for use under the conditions prescribed, 
recommended, or suggested in the labeling..." When a "new drug" is used in 
humans and the drug !'s not yet approved'for marketing an IND is required. No 
IND, however, is needed to study a drug that is not a new drug. The RDRf 
cannot provide an exemption from the act for new drugs, hl't can rletermfne, 
under the specific requirements set forth in 361.1 that the drug to he used 
is, under the conditions specified hy the investigator's protocol and approvid. 
by -the comnittee, not a new drug. 

The provisions of the RDRC regulations specifying how s comr4ttee can 
determine that a drug is "generally recognized as safe and effective" and, 
therefore, not a new drug, are detailed in ?61.1. Let IV address these 
briefly. 

The type of research that may he undertaken with the +rug ~~1st he intended to 
obtain basic information and not to carry out a clinical trial. The types of 
basic ,research permitted are specified in the regulation, ad include studies 
of metabolism, human physiology, pathophysiology, or biochemistry. Types of 
research studies not permitted under this regulation are also IDecifjed, and 
include those "in=ded for (the) immediate therapeutic, diagnostic, or 
similar purposes or to determine the safety and effectiveness of the druo in 
humans for such purposes (i.e., to carry out a clinical trial)." The notice 

'of proposed rule making for this regulation stated "the evaluation of the &rug 
as a clinical tool, including comparison with other agents, should he 
considered as part of a clinical trial and sub,iect. to the reauiremerts of 
312.1.", i.e. require an IND, (Federal Re ister Monday, July 3?, 1074). 
Although the distinction is clemate ., 4-T' t ere can hp areas nf overlap 
between "research" and "clinical trial" studies. It is recognized, far 
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example, that the earlfest studies showing localizaticn of a drug tn a 
particular organ or fluid space will have obvious relevance to the later 
trials; nonetheless, these early localization studies are considered basic 
research. We have reviewed RDRLapproved protocols, however, in which the 
evaluation of the drug as a clinical tool for particular organs or snaces was 
clearly the research objective. While, the distinction is not alwevs 
clearcut, where doubt exists as to whether the research proposal is basic 
research, as defined in the regulation, the drug should he cnnsidered a new 
drug for which an IKI 4s required. 

The limitation nn radiation dose is clearly stated and some have felt that 
these limits mean that FDA has determined these radiation doses to he safe. 
The FM does not feel that. any dose of radiation is sbsolutely safe!, or that 
higher doses than those oroposed are necessarily unsafe. There was a need for 
the purposes of this regulatinn to find some reasonable level below which the 
radiation doses would present minimal risk. Based on the ratQat4on dose 
limitations estdblished by NRC for basic occupational radiation orntection !10 
CFR 20.101 and 20.102), we proaosed these as levels below which a drug could 
be corsidercd as not a new drup, so Tong as all other portions of Me I 
regulations were met. 

Although methcdology is specified in the reoulation h,v which radiation rose 
estimates are to be derived and reported, with special attentinn to whole 
body, active blood farming organs, lens nf the eye, and gonads, takina intp 
account the contribution of radiocontaminants and other radiatir\n exposure 
procedures associated with the study, the reportira "3s frequently heen 
incomplete. The total calculated radiation dose exposure per study must 
include all asoects of eipnsure, including X-Ray excminations and nthcr . 
isotope procedures related to the study. This should FISO include the 
radiation dose frop possible radioconta~i~ants. Tk wthrl of celculstity the 
radiation exposure should he one that estimates a “worst case" situation as we 
would like to have adequate evidence that the radiation dose levels will nn+ 
be exceeded. With radiopharmaceuticals in early investiqation, adeouetc 
hiodistributian &?a pay rnt. he available w pay he ecuiwcal so tb+ tbc 
comi ttee may not be able to establish t+at the radiation dose limits will not 
cxcccd the lclvels cct by the regulatirn. S\lailahle r-et~ololca~ may also leave 
uncertainty as to whether radiation dose to the critical organs will hp within 
?he snecified Tinits. Where the comittee c??rot be certain that the 
radiatim dosage criteria wi!l be met, an ?t!D should he sn~oht. 

Similar reasor.!pa extends to the limitations or pharmacolaaic hve &irk 
"shall be I:no!fn net to cause any clinically dctectab!e phamacologic effect in 
human beings." For the committee to conclude that this criterion h?s hoer 
satisfied, there must 5e oharmacologic data available from s+.udios in human 
subjects the+ wuld form the hasis of the cammjttee's Pct'on. lf nP +XTre 
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avail able, even the smallest amount of the drug must be assumed +.o produce 
pharmacologic activity, and an WD should he sought. 

Once approved, the study should be the subject of continuing review at the 
committee's quarterly meetings so that it does not evolve into a research 
project that no longer satisfies the criteria for RDRC approval. Reports of 
the progress of approved studies are made to us yearly, but there is a 
requirement for immediate reporting if the study involves exposure of more 
than 30 research subjects or of any research subject under 1P years of aqe. 
This requirement has not been complied with in some cases, and we consider it 
important to our nverview responsibility. 

There are several other issuec that have heen the source of some confusion fn 
the past: 

(a) 

b) 

_ (cl 

The RDRC, as defined in 31 CFR 361.' has no oversight resoonsihility 
or authority over an investigation carripd out under an IND 
‘exemption. This ruthority is retained hy the FPA. Title 31 CFP 
361.1 however, does not in any way prohibit an institution from 
involving the RDRC in other ~01 icy matters, including the us6 of 
radioactive drugs, if it so chooses. 

The RDRC is distinct from all other investigational drua review 
committees within an institution such as the radiation safety 
committee and the Institutional Review Poard I1P.P). The approval gf 
both of these committees in addition to RDRC approval, is required 
before an RPPC8investigation can he permitted to start, . . 
The RDRC is established and chartered by tCIe FDA under 31 CFP 361.1. ' 
It is not related to any specific type of license granted by the NPC 
or State-Regulatory bodies. These licensirq authorities, of course, 
nake their own regulations, rules, an6 reouirements. For tCIcrir own 
purposes they may make an ROW a requirement for a specific t.vpe of 
license, hut these pre not reouiremepts ulrc(pr ?! rFR 3Ci.l. 

In sharing these observations with you, ? also invite ;;nur cnmments. t&J 
intent is to preserve and improve the implerentatinr cF the RT'RP reaulations. 

Cuestions and comments should be directed to tlr, Neil Abel, a 3cviewino 
Pharmacist and the Executive Secretary of the Rallinnharmace~t+icat prrrgs 
Advisory Committee to the FDA. MS address is the nivision of pncolaay an+ 
Radiopharmaceutical Drug Pro*ucts, Office n\f Drug Research AM review 



(HFN-ISO), Food and Drug hiministration, Center for Drugs and Biologics, 5600 
Fishers Lane, Rockville, Maryland %V?. 

Sincerely yours, 

Robert Temple, M.D. 
Dirxtor 
Office of Drug Research and Review 
Center for bugs and Biologict 
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